Fig. S1: Homozygosity mapping of A3286-21 and final WER-variant table for A3286-21 and NCK033. (A)
nonparametric LOD (NPL) scores from whole-genome mapping are plotted across the human genome. The x-axis shows Affymetrix 250K Styl array SNP positions on human chromosomes concatenated from pter to qter. Genetic distance is given in cM. Thirteen maximum NPL peaks (red circles) indicate candidate regions of homozygosity by descent. Note that the locus of IFT81 residues within one of the homozygous regions on chromosome 12 (black arrow). (B) Final remaining variants after filtering process. IFT81 variants are highlighted in yellow to indicate ranking as most likely disease causing. WDR35-missense variant in A3286-21 is highlighted in grey to indicate that nucleotide T is present in several closely related mammals (squirrel monkey, marmoset, dog, elephant) pointing towards a benign polymorphism. In NCK033, in addition to the change in IFT81, the PPT1-variant is most likely disease causing, as defects in the encoding enzyme are known to be associated with neuronal ceroid lipofuscinosis (CLN1).
Mm -Mus musculus, Gg -Gallus gallus, Xt -Xenopus tropicalis, Dr -Danio rerio, Ci -Ciona intestinalis, Ce -Caenorhabditis elegans, Dm -Drosophila melanogaster , DC -Disease causing, Tol -Tolerated, n/a -not annotated, Poly 2, Polyphen2-Humvar; Mut Taster, Mutation Taster; EVS, Exome variant server. HEK293 cells transfected with Mock or N-terminally His/Flag tagged IFT81, and patient and control fibroblasts were harvested and lysed in a RIPA buffer (Sigma Aldrich) containing complete protease inhibitor cocktail (Roche, Boulogne-Billancourt, France) on ice for 30 minutes with repeated mixing. Released DNA was fragmented by 20 seconds of Ultra-turrax homogenizer (Ika-Werke, Staufen, Germany) and the lysates were centrifuged (15,000g at 4 C for 10 minutes). Proteins (50 µg) were denatured at 90 C for 10 minutes in 4X premixed protein sample buffer (XT sample Buffer; Bio-Rad) and separated by electrophoresis (50 V for 30 minutes followed by 140 V for 90 minutes at room temperature) on Mini protean TGX 4-15% (Bio-Rad).
Proteins were transferred (Trans-BlotR Bio-Rad) to PVDF membranes (Bio-Rad). Membranes were blocked with phosphate-buffered saline (PBS) 0.5% Tween-20/5% dry milk powder and incubated overnight at 4 C under agitation with anti-IFT81, rabbit, polyclonal (Proteintech) 1:2000 dilutions. Membranes were washed three times in PBS 0.5% Tween-20 solution and incubated for 1 hour at room temperature with HRP-conjugated donkey anti-rabbit (Amersham GE Healthcare, Courtaboeuf, France) in 1:10,000 dilutions. ECL Western Blotting Detection Reagents (Amersham GE Healthcare) was applied according to the manufacturer's instructions and the blot was exposed to Chemi DocTM (Bio-Rad). 
